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It was very good Yo heer your recent word on the productivity of the vrogras for
soreening for imdusiag agents. If nothing slse, the procedurs is at least turning

up gempounds of so-far unknowa possidlilities that would have Besn sverleoked by the
other procedures, It happens that I was vreparing s more gsaeral nerspective summary
of my consmuliation work at the time that your last recerd arrived, 1 will defsr thet
to other records and take this eccasion to anawer some of your speeific qusstions
about the induotion vrogram.

The instadllity of your active culSure 1s gertainly curieus dut the first guestion

I would aek is whether {4 has aropped up again after repurificstion of the 1zelats,
It s perfestly possidle that 1t has mo particulsar sigrifigance at »ll., If it
really proves howsver that the ability to forem this agent i» an unstable property 1
doubt if She most likely explanstion is t0 be found in terms of an umusually high
matation rate. It would appsar mors likely tha$ the agent has » strong selective
aeffoct azainst i%e ovn parental type of cell, In that case once you have odtained »
noderante amount of ths purified material 1t may b fensidle for you to ssleset with
this subestarnce for colonies that would bs more resistant %o it and yet continus to be
able to form it. It is of oourse guite nossible that mutagenic action of the agent
Plays soms role in the higher variability of the eulturs,

1 sappose the next question that ia geing to come up ie vhat %o do with this tyye of
agent, [ have not heard any details at all from you adbout the sechnicus of your
anti-tumor screening orogram and I wonder {f you have deoveloped shis to the point
where I could have some ¥nowledge of is. It seems to me rather important that »
possible anti-tumor sgent Ve tested on more than ons system, although of eourss the
Ascites tumors are tha most likely candidates for a seresaing system, It i
oarticnlarly enccursging that so smnll a proportion of your broths sre proving to have
indueing activity as this does make it likely that you are rumning into something n
1ittle Bit new in the screening vrogram. If your compound really has little or no
sntidasterial activity then perhanse {t is going to prove to be of some consideradle
imvortance for theoretical investigntions whether or not it is something that will
sara Bristol any profits right awvay.

Avroros my earlier provosals, of course whst I had in mind as the Justification for
looking for iahibition of induoing activity was the possibdility of using this as s
system for screeming for antiviral aetivity. Thers is really not much that I can say
about the possidle superiority ef this system over the more thoroughly worked over
setups that Asheshov and others have bees looking into with regard to the inhidition
of phage lysis of dacteria. If after s brief iatroduction you should in fact find thet
a large fraction of your broths were showing this $ype of inhibition there would mot
e a great deal of voint in contimuing with the program. As far as I know, however,
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nothing vhatsoever is known adout the sechanisn of action of the inhibitors that the
Jotanical Sarden group had uncovered and for that resson there is sosresly say
theoretical basis on vhieh to jJudge the peseidls advantapges of snother kind of
seresning yrogram. I would e rather astenished myself {f any general antiviral sgent
were $0 be digcovered and inm particular it weunld surprise me if such agents were
picked ur by the use of Bacteriovhage systems, dut I really oonld not give you any
sound theoretical reasons for that peesimism elxply dDeennse ve kpow #c 1ittle adeut
the poasidls mechanisns which way be invelved. On this Turely smpiriecsl basis
therefore 1t would seem te me that 4t would be worth giving a summary sort of trisl
ef » eoupls hundred broths for this kind of inhidition. It would e of particulsr
interest to foaus on those broths which had imhibitery activity an vhage develonment
without any great antidactasrial actien,

Thare are fwo possible pointe at vhlch sugh aa ishiditey aight De expectsd $¢ aat in
the develepment of lambda., Oms wonld be with regard to the induetion nrocess itsslf
that the nrovhage might somehow De desensitised %0 the indmetive effect. Thie I
think would be umiocue for the lysogenic system and represent zomething that could not
be picked up By leoking at the ordinary infeotive systems, YVhether shis would in
tura gzive you cowpounds that vould be of interest in antiviral therapy (s ouits
predlsmatical Wut we are working so much ia the dark that it seens t0 ne even s fovw
strave would de worth lookiag at.

The second poiat vhere an inhiditer might ba scting would be in the growth of the
sotiveted phage 1tself and {n this respsct one wonld anticipats there would be ne
great differense bDetwsen the lysogenic cyetesn and the lytie syatems wvhieh Asheshov
has sxanined. Howsver, jJust Decauss lambdia ie a temparate vhage, not to mention the
feot that 1t is simply a different phege from the syatems vhich Asheshov had been
ualng, I am sot sure how far ons should sprieri sxtrapclate from his results, If my
snderstanding is sorreet, very few antidiotic broths have Besn found to havs eny
detectadle notivity azainst aaime] virus systems. Ia the clreumstances it would ssex
to me worthwhile to meske at least a trisl to ses vhethsy anti~lambda induetion activisy
is as vreveleat as the anti-phaze activity of the Botgnical fGardem greup or whether on
a purely empirical besis Shis 31w not an equslly unieus systea, 1t seems te me
inportant howsver thatd any follew-ups on the Sherapsutie possidMlitiee of anti-phaps
or sati-induetive compounds cught to be made on systens vhich have at least a chemical
sisilarity to the bacteriophagss, that 1s to say, they schould be tried on [W. ne well
as Wi-containing snimel viruses., I know too 1itéle sbout the kind of work that you
any have already bdeen doing or anticlpating doing ia this field to Judge the sfficeey
of yeur possidle follow-up trials., 1 realire that ths screening that I am sugresting
is one of ths charcler things thet I would have asy oceaslion to nremoee to you and 1
certainly would net press the matier 1f you conslder the prelisinery routine more
axpensive of time or monsy than sny possidle dansfits that you ean savisage, Thers

ie only tha loag-chanoe that the lambin ayeten may prove to be ratheyr 4ifferent from
the othar rhags systems that have been examined,

T™his fia the kind of thing of ceurse that it would Bs very mugh mers sporopriste te

diseuse verscnally and I am sorry %0 have to bBe im a position of yutting you off so
frequently sabout a veossidle visit, My work here is piled so high jJust at the moment
that I can't see immsdiately when it will be possidls for me te come But I will mmis
svery offort to find a date when I can 4o it, rerhaps ia mid-Jamuary or thereadonts,
1 would regomnend $had we Bot count on this an far as the sxehange of information eor
consnltation 1s concerned until I tell you Just when such » tripz sotually would de

wossidle. If it wvould be feanidls to mansge Shis so that we could comsult, say on a
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Saturday, that would give me much greater leeway in trying te plan the triv,
Unfortunstely I have had some very pressing persomal obligations which have takea a
15¢%1ls of the time thst I might sthervise havs Besn akle to extrast from xmy laborstory
dutiss, la thers any chanee that you or Felix or Both of you would de interssted to
travel yourself and visit us in Madigen? 4s long as I ean keop up my 1ad routine with
an hour or two's attention I would bde able to disense &l] of thews matisrs with you at
great length {f thers would bs say vossidilisy of your coming here. I won't extol for
you the Wisconsin climats in the wintertime although I suspeet 1% is not greatly

different from vhat you are ezpesriensing youpself at the present tiss,

On re-listening to this record, 1 realise that I had left out ons point in poesible
aechanisng of inhibition and that {es that sn agent aight pravent the lyeis of o
bucterium sven though it had grows a full gquota of nhage. If this were the case, the
infsctiva comtor ought s4ill to Lo detectabdle as such after the arent s diluted auay
snd $his wounld be a somevhat simpler thing to set up for the lysogenie responss then it
weuld be for ordinsry vhage infeotive bastsris. [ will give the whels guestion of
antivirel possidilities more thousht and tell you what I can find eut in due course,

Befora 1 forget, ! should omution yeu against Sthe rossidility of pleking up hydrogsa
peroxide as an induoing agent. Since this i3 possidly going to be extractsd by orgmanic
solvents snd since hydrogsa peroxide i8self has been revuied to have strong indueing
activity, it 1s something te leek out for. If you have any reason to svepset csroxide,
I sunpose the easiest wey of riling i¢ out would be its insctivation by catalass,

1 would like %o go on now Y0 2 more general set of Sopies. My understending of my
rosition with you, Joe, is that I sm supposed %0 ¥ry to keep ss much of a genersl
perspective as | can and help to remind you of geaeral {asues at some intervale in crder
to help you asnd mysslf from becoming teo suech preccoupied with imsdiates detalls, For
thes remson I haves zone ever mnotes of our previouns discussions ani thers ars s list of
topies shat I think ought %o be kept alive wvhether or not any immedinte consideration

is given of them.

1. ¥aat are satibdloties! I wen's go over any detailé of urevious discussions which
would be somswhat obvious. The cuestion I find myself left with is on vhat daasin
should sctinomycetes Bs unusuzlly favoradle sources for asv aatibiotics snd as »
corellary is this presum:;tion really Srue or should more attentiocn ds given te
ether erzanisus s sources of pey materinls?

2 ¥hat i» the statue of the operstienal evaluation of the seressaing vrogram? At what
stares are different percentages of cultures sliminated in terms of the flow shest?
These are the Xind of data that I would find very useful ia trying to verfact
further eriticlsms of the existing procedures. What are the means of classifying
antidiotics to us surs of their identity excleding duplicgations ete, or s this »
wroblem wvhieh 1s outside the Migrodlelogy group! Is the renswesd emphasic on low-
yielding eultures working out in any reasenabls fashion? ind in order toc evaluate
any varts of the program at lesst some ardisrary statsment has to bs mede coneeraning
the relative cost of each staps of sereening. Without an estimate, even an
arditrary ons, it ssems to me impossidls to try to reconstruet the progrem om any
rational besis.

Je Ve have had some mention of sereening compounds for usefulasse as andjuvante rather
then as primary antibiotice. Has anything more come of thin?
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I am otill semevhat conoermsd adout the prepertion of celeniss which are stated

to fall So grow em tramefer frem the original seil imosula. Onn you remind me
azain what the platiag media are for thess initisl iselations?! I an comcersed
with the ¢qwestion ss te vheSher these medis would sllow the development of
suxstrovhis spesies of Actinomyestes. I relise that most Actinamyestes grow well
on & ninimal medium vithout supplemestation dut aay saphasis on finding new
uaisrials eught t¢ pay some attention S0 the PoseiMlity of sctinomyestes with
ununsual autritiomal requirements. It sight even bs werthwhile considering vhether
So stlect spnin vigereus prototrovhic forms by some medifientton of the venieilldn
sslection method for exanple as a means of looking for unigue suxetrovhic forms.

1 realize the asmpliostions that you will have by wvay of developing selsetive medie
with such a progsdurs. Im our labd we have found Mycostatia %o be s very ussful
sdjunet in preventing the grovih of weld contaminante in our Actimomycete plates,
Of ecurss you rus the risk of imhidising sone Actinemycetes but this is somsthing
vorih sonsilering.

leeking over the flow sheet, I ses thsre is some refesrencs to contaminated dreths
wvhieh I gather are disterted sven though they may shov considerabdle setivity.

¥ould it e worthwhile to take wsuch Wroths to find out what the soures of satidbiotie
astivity 4is? You may either mise an antidbiotic that could bs cbiained Wy
reisolating the Aotinouycets or sven concelvadly this would Be one way of stumbdling
onto an aatidiotic produced by s Bacterium. At any rate I would think that if a
droth heas sudetantial setiviey it ocught not to e simply disearded Decause it
appsars %o de contaminsted. Dose contaminatoed memn Vurdid?! If wme, I thiak there

is the questicn whether ia faect thees are contaminated droths or whsther you may
mot s running inte seme peculiar Actisemycets forms which ars capable of giviag

a certain amount of Yurdid growth, In any svent I wemld be intsrested to hear

Just wvhat these gonsminated Yroths are and wvhy they are deing discerded. Alwo,

as gongerns the flow shees, the mein critioism that I think I might make of the
proesdurs 1s the fallurs to subfect avery foarmentrtion 2roth that showe a trace of
aotivity to a time series. It seems to me that the adiitional «ffort recuired te
Sast vhether subatantial setivity aight sot be produged over diffsrent ranges of
time would de vell-worth met drepping any culture that shows even a traes of sotivity
in the firet soreoning ea & varisty of media, I am slse concernsd adoeut the

fatilure of replication, that is 8¢ say, the indicated occurrense of cultures which
Eeve satisfactory broths in the first soreening and which “failsd tc hold wp" en

the sseond sereening. Have you any ideas for the reascns behind thoas discrepancies?
1 emphasise minatiae of this kind beesuse it seseme to me thet the small lsboratory
is netually in a bettsr vosition to trace down this kind of distraation tham is the
lnrge one which is set up on an even more invalved routine basis and as you have
reveated]ly emnhasized to me you have to find the ontimal basis for your comvetitive
nosition as aginst the largsr satups.

The flow sheets refer to a mutation progres bYut I have heard vraetieally mothing
from you sbout what is actually dome here and would like to knew {f yeu are varsuing
thie avenue to speak of, It sseme to me that » more routime arvliestien ceuld be
made of the mutation vcrogram to try to improve tha activiiies of some of ths
Barginal nrodusery that you don't suite vant te disenrd during the intsrmediate
sereening stages. That La to sey, on your flow shest #1 near the dotton centar
where 1% says further fermsntations until active or diseanrded, 1t seems tc me that
these would de amnsually ept casdidates %o put inte the matstion program. Omee
again 1t wvould saeem t6 me thst 1% Lo in this group that you are most liksly %o find
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6. agents which would be overleeked By uther worksrs,

7. Sincs She purpess of & soresting progrom is 0 start vith a saxisum of genatie
hatersgensity ia ths first place ! wonder 1{f (% wonld not be worthwhile trring
to iacresse that initial hetsregensity by & rather gress iresatment of your
sanplee Dafore they are even plated with sutagenic agente. For axensle, it
aight net be conpletely uaverthwhile to include such an active wmulagen as sraserine

dw s maBdvm 2w ddath e samwsVYos sws Mald tunsb wolos o wVabduws aw asan ¢ dha
AN DY WMERLTEN AR FHARNE WAV BRSBLLEE WMEW NERLER JgWBR P AW T PARYANE Wi WYWER A3 WAW

slating media Shemselven., This is kind of & wild abot Pud 1% wonld be one means
of {nersasing the diversity of types on vhieh your routine «Eresning is going to
be sxeroised.

8. As anether possible apzlication of muingenic or indusing agents, I am reminded
of ths Iinding that the bdactsrioceins, like myocinane, are relenssd from dacterie
undeyr eonditions which are clesely analogous to ths induetion of bmotsricchage.
This might have sons dDesring on the improvement of yislds ef eantibietice,

This was Juet a small izterraption mow, Joe, Thare wme 2 1ittle fire in the roem next
door bat aftar 10 or 15 aisutas of seurrying sround the thing was put under contrel
so I'11l #ry to get back to erder now.

Perhaps ths indusing astidbiotis that youlvs Just picked up woeuld bde worth ueing

in a trisl of thie grinnagﬁi. first Yecauvss it has at lesst & low antibacterial
activity and wonld net counfuse the $sst sné second begauss of ths presumption

shet (¢t doee Rave soms offegt on the Aetinompoets. At lsast 4f you sre construeting
s varisty of media with various iahidisors destigned to helyp zroveke the

production of antidicsies, I would sugeeet including in such a series compounds

with known indueing activity,

9 Ome of the most familiar fmets of screening for antidictics is the very high anime}
toxisity which most of thess compounds demonstrate snd whieh ef course makes then
useloess for therapeutic purposes. Have you any notion why no many of these sgents
eitould be so texice? Ferhavps fhis reflects a gonersl protoplasmic texicity fer
whiah the seresning nrogran would de of course seleative but it's » little
surprising in a wvay then that the Actinomycotes themselves should fail to de
susgent ible to sgents vhose common bond of Sexicity vill them be some bacteris
and some mamzsle., Hvea 1 this ig 4rus it suggests the possibilisy that there mey
be some svscles spesificity im the toxle action of soms of thess therareutieslly
uselesz sateriale which raises the gusstion of vhether you thought thars sight be
other produed ayplicstions for these Soxic sgents. I had iz miad the »ossibilisy
of one use as pesticldes of some Xind for sxample in the sliminstion of rodents,

a use which prodabdbly wonld require demensiretion of a eortaia amouns cf selesctivity
or apnlications suoh as that of pelsoning of lakes in arder to remove figh., Would
it be toe fur fetched to Propoes some consideration of toxicity tssts on, say for
example, gold fish, as vart of the pregrasm descanss I suspeet that there uight be o
market for any sxtramsly toxic agents for sueh diverse purposes, aand you wight get
a2 lead on some astivity of tozic effects. Now I appreciats that antibioties may
tura out to bes teo sxysnsive in terms of cest of preduction to compets with othar
agsnts dut thie i & posaidility at least to Ve kept 4{n the Back of cna's mind and
the partiewlar question whers thers aay de some sTecies specificity and texielsy
whieh weuld mean of oourse that using, sey the mouse, as » asereening sgent may not
tell you all that you want %e kunow about man, Jomevhatl asusedly [ wvould also be led
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F. %0 incuire whethsr some of your products sight s0t have ather kinde of toxie
activity and might for exanple furnish a cheaper and z$il]l marketadle swudstitute
for colcehiein., 1 don's Xmow hov large the markes for a édrug of Shis Xind {e Wud
1f you leok at the price whieh is being cherged for 4%, I think you can ses thst
1% would not Sxls & Sreseadous market to wake it worthwhile %0 producge sn
sffeetive sudstitute. I'm aurs I don't have to propose how ons might go sbout
seresning for $his type of setivity. It would tavolws I imagine for the roughest
tests looking for the formetion of C tumors i{n omiom roots. I would keer in sind
that compemnds with C-mitotie aetiviiy heave Been propessd aiso as sati-tumor
axants and Af you are diepossd to wild flinges 1t might set ¥s cenplately worthless
to zive some sonsideration to sereeniang fer th=t sort of setivity in relation te
tumor thsreoy ss well as for a polypleidizing sgens,

10, A dseleive stage in your sereeaing program is the initinl oieking of the gcloniss
which are going to s followsd in mere dstalled study. Ferhacs the tims thet I
spent during my last visls was not eatirsly typical dut I bave ths fseling thst
thie narticular phase of the work was perhapa 2ot en c¢loasly tied in with the rest
of ths progras as msrhaps 1%t eould e, and that 14 wveunld te wvorthwhile considering
vhothsy a great dsal of professionanl atiention sheuld be concentrated on this
megific chease of the serseaing program,

11. e you happen %o Imov whether shlerteiracyeline is the yellow pigment which is
produced YW Streztomyees surspfscisns? If thizx is sc, then 1% seems to me that
1t would be useful 83 an aspeet of the mutation progran to leek into the
piguensary varistion of this ietinonyeete. I had in miné thst the cecurrence of
mutants whieh #3111 bad sporeciadls antidblotlie activity, slthowgh lscXking the
original yellow pigmenintion, sight furaish a Sechnicue towards %he disocovery of
etil]l farther satidiotices related to Setracyeline. I will be mildly surprised
should this s & feasidle oropesal you have 0ot already sxnlered from s mumber of
angles, If this is the ense, I would apprseciate for the purposs of my owa gensral

background Being referrsd to any litsrature or other informstion on thet partienlar
noink.

12, ‘%e havse had some diseussion adoul soresning pregrans for ths detection of Mologieal
netivity other than dPasterial ishidition, These have included virus induetion in
the ¥-12 ayutsm vhlch sesms %0 b0 wery well usder control, the lshidition of virus
develapuent whick is diseussed in more detail om the other side of this record snd
a propess]l that you breught up on Sesting for the produssion of sme)l colony variants
in yaest, 0On this lnet poiod we linve Desn in some ¢ontact with Evhrusel for cur
2wn puryoees and 1 am still mot very hapoy sbout the aprlicadility of the red
sdspine-requiring matant for a simplified urocedurs. Hvhrussi has sent us cultures
in wvhick this affeet is supnosed o pertain Yus evidently = certain amount of
panivalation of the mediun is recuired in order toc insurs that the red sdenine
stock in allowed 4ifferantintion of mormal and wetit, Enhroest writes thad 1% 1s
negesaary $0 use & very low sugar nedium in order %0 2revent the petit tyrpes from
showing the red color ss well., In faet, sinee we ars Srying to adept almost
pregisely the sams system for our awn parposes it seems to ms that 1t would Yo nmost
nractical for you to walt on this uatil we havs looked inte this curssives unless
of eourss you heve wwsh mere sneouraging and dstalled infermation from othsr sources,
I am willing %o predietd that you will find 2 sather clooe dut not an sbsolute
sorrespondence betwesn ths sgente which are detected e inducing agents and thoss
which will ehow up by thls particular system whisch s not to say that it wonld not
be worthwhile to go shend with the yeast srovided that it does net recrssent too
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12, wuch of a distraction to your ether efferts. The maln question is vhat to e
with the further evalustion of agents which are pieked up by thess blologieal
agtivities, Any possidble virus inhiditors would of course bs worth studying
for their chemotherapeutic effects in sgge, in nice ote. snd I think, unless
$00 maxy of them tura up, they should b given a fairly comprehensive
oxsnination with a variety of animal virsees. I have already csked you the
guestion as Vs the status of the tumer agent screening progran,

13. 4 little vhile age you ssked me 1f I had any notione adout properdin. 1 have
asked some of my iwrunelogical colleagues adont this, There evidemtly is not
very mtuch exast information em whatl properdia is or vhat it can do. It can be
best summarised By calling 1% » compoment of complement amd in that respect
nothing very remarkadly mev. 1 could not fiad out asything that would suggest
the desiradilisy of geing inte this kind of program unleas you meant te do it in
suite a large way as 2 major stern.

1, Apropos of our earlier discussions o8 baelerial replecemant therany to mitigats
eompliention of the ues of broad spectrum antidbiotics, I srx an siveriicement
in a Jovw York paver last wesk whieh advertised the uase of acidovhilus nilk "to
counteract the dangerous side~effects of antidiotiex®. 1 am not clesar whether
this 1s intended to be used in confunction with antivictic therapy or as s menns
of hastening recovery from §{¢. Have you hasrd anything about this? 1 have not
ssen any tsebaiocal medioal literature thst would help o Justify the use of thie
particular prevaration. It does however suggest sn snele, nawely, instesnd of
fesding semething called Serratia as = separats sedical article the develepment
of apnrovristely antiblotio-resistant straine of organisms used in the msmufacture
of nilk, sour cream, chesse sie, vhich night at lesst earry net so bad sa oder
30 the medlenl profession in their nse as Ylologleal therapeutics, I am atil}
concerased ahout the possidle dangers of 1ntroduoing sny new orzanisms into the
tituation until there has bDesen a very thorough study of the nowsidle nerils. Teo
feed aciiochilus of a standard variety to & Derson reseiving antidiotic therapy
1s one thing and if the Lactobeeilli are still sueceptidls to ths mntidiotic it
may be sxvectsd %0 do very litile good st all, 'If we really wantsd to scesmnlish
something by using antibiotie=resistant Lactodacillli to start with, we run ths
risks that ave associsted with their introduction i{n ssssntially pure culture inte
the humen gat, I will be very ench interested to heer the lmmedints cuteome of
the experimeats that you esid wvere Deing startsd with things like ths Barratia
organinm that I had sent $e you. IR any event thers dces seem %o be some
poasidility that shonld be lecked into of medifying that nrogram to the development
of antidlotic~resistant sireins of micreergaaisms which are already customarily
used in the food industries, Of course from ths point of view of ths Bristel
Cowpany one difficulty with thst s that 1s does not dirsctly lesd to further
»rodoct developmsnt but 1t verhaps Ls something that you could work an together
with some of the dairy industries or some veople of that kind. In any svent I
an mure that you would Rave scms intersst im any vrocedure which would hele to
vrove the suitabdility eof antibiotics and chemotheravy.

This 1s about all I have to say ¥y way of immediasts summary. The only thing I would
repeat for rurpose of emphasis and just because it i{s a rathir conerste thing conssras
tiris detall on flov sheet #1 in tha sereening nregran. Ia cne ssmple of data that you
geve me there wan as I recall a split of so-called 75 non-sctive %0 31 motive broths in
the first scresning. Of these §)1 setive droths in this partienlar series, 14 wers
rejected for one reason or another and 75 were given a time study. That ie te sy,
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about an sgual auader wers disecarded as being "nos-setive® or bYeing sctive. Kovaver,
28 dest 1 can make out the se=called non-active organisme did include types which head
shown very smsll degrees of aetivity. 1 sm eurs that you're not doing a mutation
progra® o8 all of them, Ny i{mmediates suggestion 13 thet every eulture which hee

showvn any activity wvimiscever in any broth ought o be givesz a ¥ime study and in faet
1% might be vorthwhile giving tinms studiss sven to the aprareat negutive cultures. Fow

that meane of seurss thet mu'll have to cheoss your medis semevhet dliedly. The
other situstion wae that $he main souros for enliurss to be used in the sutstion progrem
or parhavs not the ones wvhich are sompletely insefive but ths ones which sight othorwise

e discarded for leek of euxffielent setivity to be rundowvn bicchsmienlly.

As per oustom, Plense lot me knew Af I have besn ¢lear esough abeus any parsicular
peint. The reason sthat I wrete $o Lr. Oourevitch rathar then use ths Yelecowritsr was

sizply Shat I had the Sypewriter handy and net the department mechine at that particuler
tine,

Bast wishes %0 you and Pat,
Yours sincerely,

Joshua
Jii flg



